by their presence in the core Srb/Mediator complex, i.e., fied genetically as transcriptional modifiers and is proposed to have a dedicated role in the direct sensing of Med1, -2, -4, -6, -7, -8, and -11 (Myers et al., 1998) . Although Mediator is generally required for regulated signals from gene-specific regulators (Myers et al., 1999) . Indeed, Gal11 and Med3 bind specifically with transcription of class II genes, inactivation of individual subunits causes widely variable effects. These range transcriptional activator and repressor proteins (e.g., Gal4, Gcn4, Swi5, and Tup1) via distinct and/or overlapfrom misexpression of a small subset of genes (e.g., Med2, Med6, Srb5, and Srb10) to a genome-wide defect ping surfaces (Bhoite et al. ). Further, the SRB2, -4, -5, and -6 genes eukaryotic species covering a large spectrum of phyla: were first identified as dominant suppressors of CTD the yeasts S. cerevisiae, Candida albicans, and Schizomutations, an observation that is consistent with the saccharomyces pombe, the filamentous fungi Neurosapparent physical contacts seen between the head dopora crassa and Aspergillus fumigata, the plant Arabimain and Pol II in electron micrographs (see Figure 1) . dopsis thaliana, the nematode C. elegans, and the fly The Srb4 module is thus proposed to be the major poly- et al., 2000) . Finally, these observaidentified. It thus remains to be determined whether these two sets of MED proteins perform equivalent functions are also compatible with the strong structural conservation of Pol II throughout eukaryotes, the morpholtions in lower and higher eukaryotes, or represent species-or phylum-specific components added to an anogy of the Mediator head domain presumably being tailored to optimize specific contacts required for holocient protocomplex. enzyme assembly.
The sequence databases led to the conclusion that the overThe C. elegans gal-11/sur-2 locus was identified several years ago in a genetic screen for genes required all subunit composition and hence the structural organi-
